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DETAILED ACTION 

An amendment was received on 7/8/09. Applicant's election without traverse of 
group 6, claims 8-1 1 , drawn to methods for treating obesity by inhibiting fatty acid 
synthesis by administering to an individual an RNAi molecule is acknowledged, as is 
Applicant's election of the species of an siRNA molecule consisting of SEQ ID NOS: 9 
and 10. 

Claims 1-7 and 12-30 were canceled as requested. 
Claims 8-1 1 remain pending and are under consideration. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 8-1 1 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

The elected invention is a method of treating obesity by inhibiting fatty acid 
synthesis in an individual comprising administering to the individual an siRNA consisting 
of SEQ ID NO: 9 and SEQ ID NO: 10 in an amount effective to lower Slc25a10 gene 
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expression in tlie individual, relative to the expression observed in the absence of the 
siRNA. 

The invention as claimed and disclosed is considered to be inoperative for at 
least three reasons. First, SEQ ID NOS: 9 and 10 are DNA oligonucleotides, not RNA 
oligonucleotides, therefore they could not form an siRNA. Second, even if they were 
RNA oligonucleotides, they could not form an siRNA because they are not 
complementary to each other. Third, neither oligonucleotide is complementary to any 
sequence of substantial length in the intended target region, i.e. position 556 of a 
Slc25a10 mRNA deduced from the NM_012140 cDNA disclosed in the specification at 
page 31. 

The sequences of SEQ ID NOS: 9 and 10 are shown below, with SEQ ID NO: 10 
shown in both orientations. 

SEQ ID NO: 10 5' -aagagggtctcaggagactgtcctgtctc-3' 
SEQ ID NO: 9 5' -aaacagtctcctgagaccctccctgtctc-3' 
SEQ ID NO: 10 3' -ctctgtcctgtcagaggactctgggagaa-5' 

As indicated above, and evidenced by the Sequence Listing filed 1/31/06, SEQ 
ID NOS: 9 and 10 are DNA oligonucleotides, not RNA oligonucleotides, so there can be 
no such thing as an siRNA consisting of SEQ ID NOS: 9 and 10. It is also apparent 
from further inspection that SEQ ID NOS: 9 and 10 are not complementary, and would 
not hybridize to form an siRNA under physiological conditions even if they were 
composed of RNA. In fact, SEQ ID NOS: 9 and 10 are identical at positions 1 , 2, 6, 9, 
10, 14-17, 19, and 22-29, i.e. they are identical at 18 of 29 positions (62% identity). 
Because the sequences are not palindromic, this high degree of identity indicates a lack 
of complementarity. An attempt by the Office to align SEQ ID NOS: 9 and 10 as 
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complementary sequences using an alignment tool failed. If one attempts to align SEQ 
ID NOS: 9 and 10 as complements with 0-, 1-, or 2-nucleotide 3' overhangs, then the 
percent complementarity is about 24%, 31%, and 28%, respectively, which is close to 
the amount of complementarity expected for randomly selected sequences (25%). 

The specification at pages 31 and 32 indicates that SEQ ID NO: 9 is a sense 
sequence, and SEQ ID NO: 10 is an antisense sequence. Together they are purported 
to form an siRNA directed against position 556 of the human Slc25a10 gene 
(NM_012140), which comprises instant SEQ ID NO: 2 (see page 31, line 14 to page 32, 
line 3). Nucleotides 521-580 of instant NM_012140 are shown below. 

521 ggatggcctg taccgcgtag ctcgtgaaga gggtctcagg agactgttct cgggtgcaac 580 

The sequence of SEQ ID NO: 9 does not occur in this region. Neither does SEQ ID 
NO: 10, or its complement. Interestingly, the sequence of nucleotides 1-22, 24, and 25 
of SEQ ID NO: 10 is present at sense nucleotides 556-577, 579, and 580 of SEQ ID 
NO: 2. So, the RNA version of SEQ ID NO: 10 would actually be better suited to 
function as a sense siRNA strand against Slc25a10 mRNA than as an antisense siRNA 
strand. However, SEQ ID NO: 9 shows no significant complementarity to nucleotides 
177-198 of instant SEQ ID NO: 2, and would not be expected to function as antisense to 
this sequence. 

The Office performed a BLAST search on SEQ ID NO: 9, and it was 
determined that it was 69% complementary to nucleotides 1063-1082 of GenBank 

Accession FLJ60124, i.e. nucleotides 2-21 SEQ ID NO: 9 are the antisense of 
nucleotides 1063-1082 of FLJ60124. FLJ60124 is a nuclear gene encoding Homo 
sapiens mitochondrial ribosomal protein LI 2 (MRPL12). An alignment was performed 
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between FU60124 and instant SEQ ID NO: 2, and no significant similarity was found. 
A blast search of SEQ ID NO: 10 showed it had 48% identity to nucleotides 275-303 of 
instant SEQ ID NO: 2. So, even if SEQ ID NOS: 9 and 10 could form an siRNA under 
physiological conditions, the preferred target of that siRNA would be FLJ60124 mRNA, 
because SEQ ID NO: 9 Is far more complementary to FLJ60124 mRNA than SEQ ID 
NO: 1 0 is to Slc25a1 0 mRNA. Note that even though FLJ601 24 encodes a 
mitochondrial protein, it is a nuclear gene and not a mitochondrial gene, so there is no 
question of performing RNAi on a mitochondrial mRNA. 

Based on the foregoing, SEQ ID NOS: 9 and 10 appear to be unrelated, and 
RNA versions of these oligonucleotides would not be expected by one of skill In the art 
to form an siRNA targeted to position 556 of SEQ ID NO: 2, with SEQ ID NO: 10 
functioning as an antisense, as is taught in the specification. Furthermore, neither SEQ 
ID NO: 9 nor 10 would reasonably be expected by those of skill In the art to be able to 
serve as an sIRNA antisense strand that recognizes Slc25a10 mRNA derived from 
instant SEQ ID NO: 2, because these oligonucleotides are insufficiently complementary 
to the target mRNA. This is apparent because the prior art shows that the efficiency of 
sIRNA function decreases with complementarity of antisense sequences to target 
mRNA, and In some cases a single mismatch has been sufficient to eliminate activity. 
See e.g. TuschI et al (The siRNA user guide, 2003, page 2 second paragraph) or Holen 
et al (Nucl. Acids Res. 30(8): 1757-1766, 2002) at e.g. page 1763, left column, second 
paragraph). 
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It is noted that the specification as filed indicates at page 31 and Figs 6b and 
7a that an sIRNA consisting of SEQ ID NOS: 9 and 10, called 'H4', was used to inhibit 
expression of Slc25a10 in cultured cells by targeting nucleotide 556 of SEQ ID NO: 2. 
However, in view of the foregoing discussion, one of skill in the art would not believe 
that an sIRNA recognizing Slc25a10 mRNA could be formed from these two 
oligonucleotides because 1) they are DNAs, not RNAs; 2) they are not complementary 
to each other; and 3) neither oligonucleotide is complementary to any sequence of 
substantial length in an mRNA that could be deduced from SEQ ID NO: 2. For these 
reasons, the invention as disclosed and claimed is considered to be inoperative, and 
therefore one of skill in the art would have to perform undue experimentation in 
attempting to use it. 



Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner(s) should be directed to Richard Schnizer, whose telephone number is 571- 
272-0762. The examiner can normally be reached Monday through Friday between the 
hours of 6:00 AM and 3:30. The examiner is off on alternate Fridays, but is sometimes 
in the office anyway. 

If attempts to reach the examiner by telephone are unsuccessful, the Examiner's 
supervisor, James (Doug) Schultz, can be reached at (571 ) 272-0763. The official 
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central fax number is 571 -273-8300. Any inquiry of a general nature or relating to the 
status of this application or proceeding should be directed to (571) 272-0547. 



Patent applicants with problems or questions regarding electronic images that can be viewed in the Patent 
Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic Business Center 
(Patent EBC) for assistance. Representatives are available to answer your questions daily from 6 am to midnight (EST). 
The toll free number is (866) 217-9197. When calling please have your application serial or patent number, the tjfpe of 
document you are having an image problem with, the number of pages and the specific nature of the problem. The 
Patent Electronic Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic 
Business Center is a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables applicants to view 
the scanned images of their own application file folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 



/Richard Schnizer/ 

Primary Examiner, Art Unit 1635 



